I928:- " The Experts have been struck by the fact that in the fight against syphilis, the results obtained have not been such as the almost universally recognised progress of syphilis therapy would give reason to expect. " The explanation which suggested itself, and which has indeed been confirmed by various experts, is that new discoveries in the matter of syphilis diagnosis and therapy are not exploited everywhere in the right way and with such promptness as would be desirable, and that a uniform generally recognised method of treatment does not as yet exist. " The Experts therefore considered whether a statistical compilation regarding the various methods of treatment in clinics, dispensaries, etc., would not enable a better general idea to be gained of the efficacy of these methods. " The material available at individual clinics is large, but has usually been treated by one or at most, a very few methods. An attempt must therefore be made to bring together as much material as possible from different clinics in different countries, to enable the various methods to be compared on the broadest possible basis. " In this connection, it appeared desirable to keep in view the two purposes to which every treatment of syphilis should be directed, namely, the suppression of contagiousness as quickly and as effectively as possible and the protection of the patient from the severe late effects of syphilis. " The Experts recommend that the work be organised on the following lines. The material from the various clinics which are ready to THE TREATMENT OF EARLY SYPHILIS (" individual case record "). A special individual card has been elaborated for cases of syphilis in pregnancy. On the basis of the material thus received, the bureau would then have to work up the various questions which arise in connection with the treatment of syphilis and its results.
" For this purpose, a large number of cards giving as accurate particulars as possible will be required.
" Directors of clinics would therefore be requested to work up their cases for a given period of years to be determined by them, and would include all cases of syphilis I., II. and III. which have been under observation in their clinic for more than six months and all the older cases for which adequate medical histories are available. Beyond this, however, no further selection of cases would be made. " The manner in which the cards are to be filled in will be plain from the questions themselves and from the explanatory notes.
" In addition to the cards, which will be filled in under his supervision, the Director of each institute will also be asked to prepare a general statement of the principles which he applies or of the various principles which he has applied at different times. A draft questionnaire with reference to this statement is attached."
With the exception of a small number contributed by the Medical College, Peking, the records were drawn only from clinics in the native countries, Denmark, France, Germany, Great Britain and United States of America, of the Committee's members ; this was in order that the collection in each country should be under the supervision of a member of the Committee. Exclusive of Peking, the number of clinics which collaborated in the collection of records was ninety-three, and the number collected was 25,202, of which I3,198 related to cases in the early stages, as is shown in Table I .* The British Treatment Centres which contributed records are shown in Table II. Table I . shows wide differences in the ratios of early to total cases. The reason so far as this country is concerned is that at an early stage in the summarising of the records it became obvious that we were likely to expend most of the grant for clerical expenses in the summarising of late cases the records of which were for the most part several times the length of those relating to earlier cases. Accordingly collaborators in this country were asked to summarise only their primary and secondary cases, as I judged that it was in this category that results of treatment would be most informative. Indeed, it seemed to me that the only information we should gain from laborious summarising BRITISH JOURNAL OF VENEREAL DISEASES of most of the late cases of syphilis would be that a very great amount of treatment is necessary to reverse their serum reactions, a fact which all the world knew already.
There was also a wide difference in the ratios of males to females in the records collected in the different countries. So far as this country is concerned the relatively low proportion of cards relating to females is explained simply by shortage of clerical assistance in the departments dealing with this sex, and perhaps to some extent by the conscientious fear in some clinics that their records were not sufficiently full and accurate to merit inclusion.
These explanations may serve to show that the ratios of the different categories of cases and of the sexes to one another in the records analysed in this enquiry are no index of the actual ratios prevailing in the countries concerned. At the outset it had been decided by the Experts to divide the cases of early syphilis into the following categories. "S I " cases of primary syphilis with negative serum reactions; " S 2 " cases of primary syphilis with positive serum reactions ; " S 3 " = cases with clinical signs of secondary syphilis within the first year of infection ; " S 4 " -cases with clinical signs of secondary syphilis later than the first year of infection.
Certain modifications of the original standards laid down by the Experts became necessary when the records came to be examined.
The failure in I,776 out of 3,153 cases diagnosed as sero-positive primary syphilis (S 2) to find Sp. pallida in the secretion from the sores (a microscopic examination was not even made in 3I7 cases) made it necessary for the Committee to modify the requirement that for a diagnosis of sero-positive primary syphilis both Sp. pallida should have been found and the serum reactions been positive. In 324 cases of primary syphilis proved by microscopical test no blood test had been done at the outset, and in order to avoid losing these cases they were put into a separate category, viz., " S I or S 2." In a number of secondary cases it was found impossible to state the age of the infection, and these were therefore classified as "S 3 or S 4."
The distribution of the cases by stages, sexes and countries was as shown in Table III .
The cases so classified into stages and countries were divided further in accordance with the treatment which had been administered, the forms of treatment being classified respectively as " intermittent," " continuous," and " partly intermittent and partly continuous. The classification " partly continuous and partly intermittent treatment " was applied to cases in which periods. of continuous treatment were broken by lengthy intervals, or in which intermittent treatment was preceded or followed by continuous. Actually, as shown by the text of Professor Martenstein's report, they were mostly cases in which patients had discontinued attendance for long periods, and it is not surprising that the results in this. category were much worse than those in either of the other two. As the results have been published in detail in Professor Martenstein's full report, it is proposed to reproduce here only those relating to primary and secondary syphilis (not relapses) treated respectively by the intermittent and the continuous methods on the lines set out above.
It seems appropriate here to discuss in a little more detail the criteria by which cases were classified under the headings of " continuous treatment " and of " intermittent treatment " in this analysis, because they have an important bearing on the interpretation of the results. It should be understood that the cases whose treatment results are shown below did not necessarily receive the amounts of treatment set out in the norms of comparison; indeed, Professor Martenstein states in his report that the great majority of S i and S 2 cases treated on the intermittent plan had not received even the very moderate amounts stated there and that the position in respect of the treatment actually given to cases of secondary 74 THE TREATMENT OF EARLY SYPHILIS syphilis was, if anything, less favourable. Professor Martenstein does not mention in his report how closely the amounts of drug administered to the cases classified under " continuous treatment" conformed to those mentioned in his norm of comparison, but it seems fair to assume that it did so more than in the cases classified as intermittently treated because an interval of more than four weeks in the treatment of any case automatically excluded it from the " continuous treatment " category, whereas in the intermittent series an interval between two course of treatment might be anything from five to ten or more weeks (two courses of 4 gm. " 9I4" each in a total of thirty weeks, or five courses in twenty-one months Table IV .
Percentages resulting from the figures in Table IV . are shown under a number of headings in Tables V. to IX.
From these it appears that the best results of intermittent treatment were shown by the records from Denmark and after these by the records from Great Britain.
Professor Martenstein shows in his report that this conclusion is not upset by the figures relating to the length of observation after suspension of treatment. These are shown in Tables X. to XII. In these it will be seen that the percentages of cases that were observed serologically and clinically for some time after suspension of treatment were distinctly higher in the British series than in the others. Professor Martenstein also discusses in his report cases reported as reinfections. As is well known, the standards by which a case is judged to be a reinfection and not a relapse differ widely. It The results under the heading " continuous treatment" appeared consistently better in each country's records THE TREATMENT OF EARLY SYPHILIS than did those classed under " intermittent treatment." The absolute numbers are shown in Table XIV ., but except in the case of United States of America the numbers were small. For this reason Professor Martenstein did not convert the figures relating to the different stages to percentages, but showed these only in respect of the combined figures for all the stages S I to S 4. It appears, however, worth while in the case of the United States of America figures to show percentages in more detail, and this has been done in Table XV .
The periods of observation after suspension of continuous treatment in the United States of America cases are shown in Table XVI . The high percentages in which the period of observation was nil when compared with the figures in Tables X. to XII. show the impossibility in this series of comparing " continuous " with " intermittent" treatment as defined above.
With regard to examinations of the cerebro-spinal fluid, the material was too small to justify any conclusion.
Toxic effects of treatment appear to have been particularly high in the British cases owing to a high incidence of jaundice, and particularly low in the Danish cases. The discussion elicited no reason for these differences, and it may be interesting to know that the course of treatment stated to be most commonly given in Denmark is that of Professor Rasch, viz., 6 x O-75 gm. " 9I4" concurrently with 6 x o030 gm. Bi at weekly intervals, followed at once by 4 X o030 gm. Bi; i.e., in nine weeks, six injections of " 9I4 " and ten of bismuth. Investigating further the reasons for the better results of intermittent treatment shown by the Danish and the British cases, Professor Martenstein found that a much higher proportion of the secondary cases received more than five courses of treatment than in either Germany or United States of America. He found also that in a number of clinics other than those in Denmark and Great Britain results similar to those shown in the records from these two countries were obtained and that in these the treatment had been on similar lines. Professor Martenstein's principal conclusions were as follows:
It is possible to discern in the records showing good results a number of common features.
(i) The outstanding effectiveness of old salvarsan and 77 the tendency in cases where " 9I4" or similar preparations are used to make up for the comparative lack of potency of these by increasing the individual dose to at least o-6, quite often to o075, and even to o 9.
(2) The massing of individual salvarsan doses so as to give them in more or less rapid succession at the beginning of treatment (in the Ehrlich sense) similar series being often repeated at definite intervals.
(3) The total dose in any one course (or corresponding period in continuous treatment) comparatively low.
(4) Dosage in the case of women only slightly lower than in men.
(5) Administration of bismuth in high individual and total dosage (average individual dose o03 gm. metallic bismuth and total dose per course 3 to 4 gm. Bi). Administration either in intervals between courses of salvarsan treatment, or if treatment commenced with the latter, continuation with bismuth alone for a considerable time.
(6) Relatively short intervals between individual courses.
(7) Similarity of the treatment for sero-negative primary syphilis to that for other stages of early sypliilis.
Professor Martenstein adds to these conclusions the following, with which most syphilologists will agree: " It would seem that one factor of decisive importance for the success of the method of treatment is the regularity of its administration. It is herein that, in my opinion, lies the advantage of continuous treatment and of the shortness of intervals in intermittent treatment, in which the patient does not get a certain impression that the treatment has been completed."
Professor Harald Westergaard, to whom the report was submitted, concurred in it from the statistical point of view.
The Committee of Experts, after studying and discussing Professor Martenstein's report, made the following comments and recommendations:
COMMENTS AND RECOMMENDATIONS "The above report was examined by the group of experts referred to on page i, whose composition had since undergone the following modifications:
" Professor L. " In the event of any reduction in the amount of treatment being indicated it is recommended that this be effected by reducing the number of arsenical injections rather than by reducing the individual dose or increasing the intervals. "As an optional scheme more in harmony with the trend toward longer courses, three series of ten to twelve injections each of the arsenical drugs may be given. To secure an overlapping of the heavy metal and the arsenical, believed by some observers to protect against neuro-relapses, begin the bismuth two, three or even four injections before the end of the longer arsenical course, continue it through the period in which the arsenical is suspended, and on into the beginning of the next arsenical course. The bismuth is then suspended while the arsenical course is completed.
" The bismuth salt advised for this system is bismuth salicylate in oil suspension, in full adult dosage with due regard for weight. Other preparations of bismuth may be used only with due regard for an equivalent metallic content and for their rate of elimination. The mercurial inunction is 50 per cent. metallic mercury in a suitable fatty base, dose 4 gm. per inunction, five to six inunctions per week. 
